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Remarks/Arnumants 

Favorable reconsideration of the application is respectfully requested in view of the 
following remarks. 

Claims 7-13 are pending in the application. Clams 7-13 have been rejected. 



Claims 7-13 have been rejected under 35 U.S.C. §1 03(a) as being unpatentable over 
EPD613687A1 (Deckers et al.) in view of U.S. Patent 6.262,09881 (Huebner et aL) and further in 
view of EP038g036B1 (Sas at aL). m particular, the Examiner stated; 



"Decicer? et al. teach a method of treating breast cancer with 
tlbolcne wtthout undesirable side effects associated with estrogen (pg. 2, 
lines 6^1). The dany dosage fortit>olone is 0.003 to 3.0 mq per kg body 
weight, which for the average individual weighing 70 kg is 0.21 to 210 mg 
daily dosage (pg. 2. lines 51-53). 

However. Deckers et at. fall to disclose aromatase Inhibitors and 
the estrogen-related complaints. 

Huebner et al. teach that aromatase inhibitors, such as 
exemestane. aminogluethlmldet letro2ole, and anastrozole (col. 34, lines 
24-45) can be used for treating estrogen receptor-mediated disorders 
including osteoporosis and breast cancer (coi. 13. lines 38-SO) 

Sas et el. teach that tibok>ne {pg. 2, lines 5-15) Is useful for 
treating menopausal complaints (cllmacterio) and osteoporosis (bone 
loss) (page 2, lines 51-52). 

Therefore. It would have been prima facie obvious to a person of 
ordinary skill In the art, at the time the claimed invention was made, to 
combine the treatments of osteoporosis and breast cancer by 
administering tibolone during or after administration of aromatase 
inhibitors. 

A person of ordinary skill in the art would have been motivated to 
administering] tibolone during or after administration of aromatase 
inhibitors for the treatment of osteoporosis and breast cancer because (1 ) 
both are taught to treat estrogen-deficient disorders such as 

osteoporosis; (2) bovn are taught to treat breast cancer; and (3) tibolone 
has the added benefit of reducing undeafrabte side effects, such as 
menopausal complaints. In treating estrogen-deficient disorders. A 
person of ordinary skill in the art would have been motivated to treat 
estrogen-deficient complaints in f^ales with tibotone during or after 
administration of aromatase inhibitors because of the reasonable 
expectancy of successfully treating the disorder without the common side 
affects associated with estrogan-deficiancy." 

Applicants respectfully disagree with the Examiner's inclusion and submit that the 
combination of references does not make obvious claims 7-13 for the reasms stated below. 
Before addressing the rejection a brief summary of the present invention is provided. 
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The present invention as defined in daim 7 Is directed to a method or treatnrtent of 
estrogen-deficiency related complaints in female patients that exhibit these complaints while the 
female patients are on treatment with a drug vriiich prevents the synthesis of endogenous 
estrogen. TTie method comprises admlnist^ng to the patients an effiective amount of tit)olone. 
Accoitlingly, the Invention is directed to a subgroup of female patients that exhibit estrogen- 
deficiency related complaints while being treated with a drug whicdi prevents the synthesis of 
endogenous estrogen such as aromatase inhibitors. While postmenopausal women and women 
that are treated for cancer with SERiVIs (selective estrogen receptor modulators) have circulating 
estrogen, females on treatment with drugs that prevent estrogen from being synthesized lack 
circulating estrogen. Accordingly, in view of the lack of cumulating estrogen, tills subgroup of 
female patients can run an even higher chance and/or higher severity of estrogen-defidency 
related complaints compared with postmenopausal femaies or females treated with 8ERMS. 
Thus, it presents a greater challenge to treat the complaints of this subgroup ttian in the case of 
either postmenopausal women or women on SERM treatment. That treatment with tiboione is 
effective in this subgroup of patients possessing estrogen-deficiency complaints related to a 
near total lack of circulating estrogen is nonobvious since tiboione itsetf hardly has an estrogenic 
activity, and is metabolized to compounds which have an approximately frfty-fold lower 
estrogenic receptor activity than estrogen (see specification on page 2. lines 20-23). 

WHh respect to Deckers et al.. while tiiis reference describes use of tibolme to treat 
cancer there is no teaching or specific suggestion to utilize tiboione to treat es^gen^deficlent 
oomplaints in a subgroup of female patients while tiie patients are being treated vrith a drug that 
prevents the synttiesis of endogenous estrogen. 

Heubner et aL is directed to isoxazoie compounds that can act as estrogen receptor 
agonists or antagonists. The isoxazoie compounds are described in Heubner et al. as being 
useful to treat tiie serious health problems caused by a failure to produce estrogen, such as 
osteoporosis, increased atiierosclerotic deposits, and fluctuations in body temperature (see 

Heubner ©t al. column 1, Unas 40-67-coliJrnn 2, nnes1-67, and columns 3-4). There is no 

teaching or specific suggestion in Heubner et al. that tiboione can be administered to treat 
estrogen-deficiency related complaints in female patients while the patients are on treatment 
with a drug that prevents endogenous synthesis of estrogen, nor is tifiere any teaching or 
specific suggestion tiiat the isoxazoie compounds can be substituted with tiboione to freat a 
subgroup of female patients while ttie patients are on treatment wtth a drug that inhibits 
endogenoue synthesis of estrogen. 

The Examiner contends in part that Heubner et al. teach that aromatase inhibitors can be 
used to treat estrogen receptor-mediated disorders including osteoporosis. The Examiner also 
contends that one sidlied in tiie art would be motivated to administer tiboione during or after 
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administration of aronnatase inhibitors for the treatment of osteoporosis because both drugs are 
taught to tredt ^stroger^deficient disorders such as osteoporoste. Heubner et at,, howdvdr, 
while indicating on oolumn 34, lines 23*28. that the isoxazoie compounds can be administered in 
combination with one or more other compounds as described therein, and/or tn combination with 
other agents used in the treatment and/or prevention of estrogen receptor-medrated disorders, 
does not teach or specifically suggest that aromatase Inhibitors can be used to treat 
osteoporosis. Indeed, aromatase inhibitors, in preventing synthesis of endogenous estrogen, 
and thus resulting in a near total lack of circulating estrogen, would be considered by one skilled 
in the art as a drug that would contribute to osteoporosis rather than a drug that would treat or 
prevent osteoporosis. Accordingly, in contrast to the Examiners statements that one skilled in 
the art would be motivated to administer tlbotone during or after administration of aromatase 
Inhibitors for treatment for osteoporosis because both tibolone and aromatase Inhibitors are 
taught to treat estrogen-deficient disorders such as osteoporosis, one skilled in the art would not 
consider that both aromatase inhlbHors and tibolone could be used for the same purpose, 1.6^ to 
treat osteoporosis* Thus, one skilled in the art would not be motivated to use tibolone to treat 
estrogen-deficiency related complaints In such a subgroup of female pattents. 

Further, since aromatase inhibitors and tibolone would not be used for the same 
purpose of treating estrogen*deficient disorders, what other teaching or specific suggestion is 
provided in Huebner et al. that would motivatB one skilled in the art to select aromatase 
Inhibitors out of a laundry list of compounds (see Huebner et al., column 34, lines 30-67 io 
ccdumn 35, lines 1-35) to combine with tibolone to specifically treat estroaen^deficiencv related 
oomplaints in a subgroup of female patients as recited In claim 7. 

it is further submitted that the Examiner is relying upon hindsight to arrive at a 
determination of obviousness. It is well established that it is impemilssible to use the claimed 
invention as an instruction manual or template to piece together the teachings of the prior art so 
that the claimed invention is rendered obvious. One cannot use hindsight reconstruction to 
pick and choose among isolated dlwlosures in the prior art to deprecate the claimed invention. 
in re Fritoh, quoting In r& FiM, 637 F.2d 1071, 1076, 5 USPQ2d 1598, 1600 (Fed. Cir1988}. 
In the present case, the Examiner has selected aromatase inhibitors from the multitude of dmgs 
listed in IHuebner et aL to combine with tibolone to treat estrogen-deficiency related complaints 
in a specific subgroup of female patients without any teaching, suggestion or motivation in 

l-luebner et aL or Deckers et al. to make such a combination, and thus has used impemiissible 
hindsight to anffve at the present Invention. 

With respect to Sas et al.. while this reference teaches use of tibolone for treating 
menopausal oomplaints and for combating osteoporosis, thsre is no teaching or spedfic 
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suggestion In Sas et al. to use trboione to treat estrogen-deficiency related complaints in a 
subgroup of female patients while the patients are on treatment with a drug such as an 
aromatase Inhibitor which prevents the synthesis of endogenous estrogen. Further, there is no 
teaching or specific suggestion in Sas et al. that tibolone can ba substituted feu* the isoxazoia 
compounds of Heubner et al. to apecifically treat estrogen-deficiency related complaints in 
female patients w^iie they are on treatment with a dmg that prevents synthesis of endogenous 
estrogen. Accordingly, the combination of Deckers et ai., IHuebner et ai. and Sas et ai. does not 
teach or apecificaliy suggest the use of tibolone to treat estrogen-defioienoy related complaints 
in a subgroup or female patients as defined in claim 7. 

Thus, In view of the absence of a spedfic suggestion or motivation in the combined prior 
art leading to the use of tibolone to treat this subgroup of patients, Applicants submit that the 
Examiner erred in rejecting claims 7-13. 

In view of the above, withdrawal of the rejection of claims 7-13 under 35 U.S.C. §l03(a} 
Is respectfully requested. 

A good faith effort has been made to place the present application in condition for 
allowance. If the Examiner believes a tei6(Mone conference would be of value, he is requested 
to call the undersigned at the number listed t>elow. 



Respectfully submitted, 




Akzo Nobel inc. 

intellectuai Property Department 

7 Livingston Avenue 

Oobba Ferry. NY 10522-3408 



Susan Hess. 

Attorney for Applicants 
Reg. No. 37,350 
(973)422-7474 



Date: June 26. 2006 
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